Besides its tumour suppressor function, Wt1 has been shown to be an important regulator in the development of several organs including heart, kidneys and genital system. Mice having no functional Wt1 copy do not form kidneys and die, most probably due to heart failure, at mid-gestation. In the adult kidney Wt1 expression is restricted to a single cell population, the podocytes. This particular cell type forms the major part of the renal filtration barrier. Podocyte-associated defects, as observed in focal glomerulosclerosis, lead to severe kidney malfunction.
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Using a conditional Wt1 knock out mouse model we are investigating Wt1 function in kidney and podocyte development and maintenance. Mice with early and podocyte-specific Wt1 inactivation die within 24 h after birth and show no signs of urine production (anuria). Podocyte restricted Wt1 inactivation in adult mice results in severe proteinuria, which is accompanied by a significant reduction in the number of foot-processes formed by the podocytes. In most cases this impairment of the kidneys' filtration capacity does not affect viability of the animals. In some cases, however, mice display a continuous and massive proteinuria and eventually die after 4-6 months.
Our data suggest that Wt1 is not only essential for the development of the renal filtration apparatus, but also for its maintenance and functional integrity. important for this process since corneal stroma is not able to sup-S152
